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Summary
Duvelisib is in development for relapsed or refractory (R/R) peripheral T-cell lymphoma (PTCL), a
group of lymphomas (cancer that begins in cells of the immune system), that develop from mature
T-cells, which are a type of white blood cell. Relapsed means that the disease has reappeared
after a period of remission; refractory is used to describe when the lymphoma does not respond
to treatment. In the past, PTCLs have been treated with medicines used for B cell lymphomas, a
more common type of blood cancer; but these medicines don’t work as well in PTCL. There is a
need for new treatments with are proven to work in PTCL, which can control cancer growth and
help people with PTCL to live longer.
Duvelisib is an oral treatment taken twice per day. Duvelisib blocks the effects of certain enzymes
(called PI3K-delta and PI3K-gamma) that are overactive in blood cancers. These enzymes enable
the growth and survival of the cancer cells. By blocking the effects of the enzymes, duvelisib
causes the cancer cells to die, thereby delaying or stopping the progression of the cancer. Initial
trial results show duvelisib has a benefit in controlling PTCL in patients who have not responded
to previous treatment, usually a combination of chemotherapy agents. If licensed, duvelisib might
provide a treatment option for patients with R/R PTCL who do not have many options available.

This briefing reflects the evidence available at the time of writing and a limited literature search. It is not intended to be a
definitive statement on the safety, efficacy or effectiveness of the health technology covered and should not be used for
commercial purposes or commissioning without additional information. A version of the briefing was sent to the company for a
factual accuracy check. The company was available to comment.
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Proposed Indication
Duvelisib for relapsed or refractory (R/R) peripheral T-cell lymphoma (PTCL).1,2

Technology
Description
Duvelisib (Copiktra, ABBV-954, INK-1197, IPI-145) is an oral, dual inhibitor of phosphoinositide 3-kinaseδ (PI3K-δ) and PI3K-γ. PI3K-δ and PI3K-γ are frequently found to be activated in haematological
malignancies and play distinct roles in tumorigenesis; PI3K-δ signalling driving tumour cell proliferation,
and PI3K-γ drives migration and differentiation of support cells in the tumour microenvironment.3
Duvelisib is in phase II clinical trials for R/R PTCL, as a twice daily oral treatment (PRIMO; NCT03372057).
The study has 2 phases, a dose optimization phase and an expansion phase.
In the Dose Optimization Phase, patients will be randomly assigned to 1 of 2 study cohorts, as follows:
• Cohort 1: Duvelisib per oral (PO) twice a day (BID) at a starting dose of 25 mg, with potential
escalation on a per-patient basis to 50 mg and then 75 mg, based on the patient's response to and
tolerance of therapy, in 28-day cycles.
• Cohort 2: Duvelisib 75 mg PO BID, administered in 28-day cycles.
Based upon results of the dose optimization phase, patients in the dose escalation phase received a starting
dose of 75mg to achieve rapid tumour response, followed by 25mg twice daily as a maintenance therapy,
in 28-day treatment cycles.4-6
Key Innovation
Duvelisib is a first-in-class dual inhibitor of PI3K-δ and PI3K-γ in development for a number of advanced
haematological malignancies, including R/R PTCL. Treatment approaches for PTCLs have traditionally been
based upon those in B-cell lymphomas, though with inferior outcomes, and prognosis remains poor in
PTCLs. There is a need for additional therapy options which show an improved clinical benefit in R/R
PTCLs.7 Initial results from ongoing and completed phase I/II clinical trials indicate duvelisib may offer
clinical benefit in R/R PTCL.5,6,8,9
Regulatory & Development Status
Duvelisib received EU Marketing Authorisation in May 2021 as a monotherapy for R/R chronic
lymphocytic leukaemia (CLL) or follicular lymphoma (FL) after two prior therapies.10
Duvelisib is in phase II clinical development for:2
• T-Cell Lymphoma
• Indolent B-Cell Lymphoma
• COVID-19
• Squamous Cell Carcinoma of the Head and Neck (SCCHN)
• Asthma
• Rheumatoid Arthritis
• Melanoma
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Duvelisib is in phase III clinical development as a monotherapy for R/R CLL/ small lymphocytic lymphoma
(SLL).1,4,11

Patient Group
Disease Area and Clinical Need
PTCL is a heterogeneous group with over 20 distinct lymphomas that develop from mature T-cells or
natural killer (NK) cells. Symptoms of PTCL vary but can include fatigue, painless swelling in the armpit or
groin, night sweats, rash and weight loss. PTCLs occur anytime during adulthood but are most common in
people older than 60 years (median age at diagnosis is 65.7).12-14
PTCLs are relatively rare, occurring in 0.9 per 100,000 people in the UK, with around 580 new cases
expected each year.14 The WHO classification groups PTCLs as nodal, extra nodal or leukaemic.13 In
Europe, nodal PTCLs account for >80% PTCL cases; including, 34% PTCL not otherwise specified (PTCLNOS), 28% angioimmunoblastic T-cell lymphomas (AITL) and 15% anaplastic large cell lymphoma (ALCL)
ALK+/-.15
PTCLs continue to be associated with poor prognosis, with a median overall survival (OS) of around 6
months and limited progression free survival (PFS).5,7 Prognosis varies significantly by subtype, however
across PTCLs as a group, survival rates are 56.9% at 1 year, 40.4% at 3 years and 34.9% at 5 years.16 In
England, in 2021-21, there were 4246 finished consultant episodes (FCE) and 3812 admissions for Mature
T/NK-cell lymphomas (ICD-10 code C84.4) which resulted in 2925 day cases and 2973 FCE bed days.17
Recommended Treatment Options
Current ESMO guidelines (2015) outline the following treatment options for R/R PTCL:15
• Autologous or allogenic stem cell transplant (autoSCT, alloSCT), potentially curative in this setting
• Palliative radiotherapy may be used to manage local symptomatic disease
• Chemotherapy combination regimens, such as DHAP (dexamethasone, high-dose cytarabine,
cisplatin) or ICE (ifosphamide, etoposide, carboplatin); may be attempted in chemo-sensitive
patients, with the aim for patient to receive potentially curative alloSCT
• In less fit patients, chemotherapy monotherapies may be used, such as gemcitabine or
bendamustine which are generally well-tolerated

Clinical Trial Information

Trial

PRIMO, NCT03372057, 2019-001123-13; A Multi-Center, Phase 2, Openlabel, Parallel Cohort Study of Efficacy and Safety of Duvelisib in Patients With
Relapsed or Refractory Peripheral T Cell Lymphoma (PTCL)
Phase II – Recruiting
Locations: 2 EU countries, UK, and USA
Primary completion date: March 2022

Trial Design

Randomized, sequential assignment, open label

Population

N= 120 participants (planned), patients with R/R PTCL, 18 years and older

Intervention(s)

Duvelisib, oral, twice daily

Comparator(s)

No comparator
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Outcome(s)

Primary endpoints:
• Overall Response Rate (ORR)
• Best response of Complete Response (CR) or Partial Response (PR)

Results (efficacy)

Results of the dose-optimization phase (N=33) showed a 54% ORR in the 75 mg
BID (N=13) and 35% in the 25 mg BID (N=20) cohorts.5
Latest results from the PRIMO dose-expansion cohort (75 mg BID followed by
25 mg BID dosing) (N=8) show an ORR of 50 % and CR rate of 32.1% with a
median duration of response of 233 days.9

Results (safety)

Latest results from the PRIMO dose-expansion cohort (75 mg BID followed by
25 mg BID dosing) (N=78):
• There were 3 deaths related or possibly related to duvelisib:
pneumonitis, Epstein-Barr associated lymphoproliferative disorder, and
sepsis
• The most frequent > Grade 3 adverse events seen were neutropenia
(38.5%), alanine aminotransferase (ALT)/ aspartate aminotransferase
(AST) increased (24.4%/ 21.8%), rash (7.7%), lymphocyte count
decreased (7.7%), and sepsis (6.4%). ALT and/or AST elevations were the
most common adverse events (AEs) leading to treatment
discontinuations (N=12, 15.4%)
• Discontinuation due to AEs (N=15, 19.2%).9

Estimated Cost
The cost of duvelisib is not yet known.

Relevant Guidance
NICE Guidance
•

NICE clinical guideline. Non-Hodgkin’s lymphoma: diagnosis and management (NG52). July 2016.
NHS England (Policy/Commissioning) Guidance

•

NHS England. 2013/14 NHS Standard Contract for Cancer: Chemotherapy (Adult). B15/S/a.
Other Guidance

•
•

ESMO Guidelines Committee. (2015). Peripheral T-cell lymphomas: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up.15
British Committee for Standards in Haematology. Guidelines for the Management of Mature T-cell and
NK-cell Neoplasms (Excluding cutaneous T-cell Lymphoma). Updated August 2013.18

Additional Information

Copyright © National Institute for Health Research Innovation Observatory, The University of Newcastle upon Tyne

References
1

2

3

4

5

6

7

8

9

10

11

12

13

14

Clinicaltrials.gov. Duvelisib Phase III clinical trials 2021. Available from:
https://clinicaltrials.gov/ct2/results?term=Duvelisib&recrs=b&recrs=a&recrs=f&recrs=d&rec
rs=e&recrs=m&age_v=&gndr=&type=&rslt=&phase=2&Search=Apply [Accessed 14th Dec
2021].
Clinicaltrials.gov. Duvelisib clinical trials; Phase II. 2021. Available from:
https://clinicaltrials.gov/ct2/results?term=duvelisib&age_v=&gndr=&type=&rslt=&phase=1
&Search=Apply [Accessed 19th Dec 2021].
Flinn IW, O’Brien S, Kahl B, Patel M, Oki Y, Foss FF, et al. Duvelisib, a novel oral dual inhibitor
of PI3K-δ,γ, is clinically active in advanced hematologic malignancies. Blood. 2017;131:1311–
7. Available from: https://doi.org/10.1182/blood-2017-05-786566.
Clinicaltrials.gov. A Phase 3 Study of Duvelisib Versus Ofatumumab in Patients With Relapsed
or Refractory CLL/SLL (DUO). Trial ID: NCT02004522. 2013. Status: Active, not recruiting
Available from: https://clinicaltrials.gov/ct2/show/NCT02004522 [Accessed 21st Dec 2021].
Pro B, Brammer JE, Casulo C, Jacobsen E, Mead M, Mehta-Shah N, et al. Duvelisib in Patients
with Relapsed/Refractory Peripheral T-Cell Lymphoma from the Phase 2 Primo Trial: Dose
Optimization Efficacy Update and Expansion Phase Initial Results. Blood. 2020;136:38–9.
Available from: https://doi.org/10.1182/blood-2020-140412.
Horwitz SM, Mehta-Shah N, Pro B, Jacobsen ED, Casulo C, Brammer JE, et al. Dose
Optimization of Duvelisib in Patients with Relapsed or Refractory Peripheral T-Cell
Lymphoma from the Phase 2 Primo Trial: Selection of Regimen for the Dose-Expansion Phase
Blood. 2019;134(1). Available from: https://doi.org/10.1182/blood-2019-121401.
Foss FM, Zinzani PL, Vose JM, Gascoyne RD, Rosen ST, Tobinai K. Peripheral T-cell lymphoma.
Blood. 2011;117(25):6756–67. Available from: https://doi.org/10.1182/blood-2010-05231548.
Horwitz SM, Koch R, Porcu P, Oki Y, Moskowitz A, Perez M. Activity of the PI3K-δ,γ inhibitor
duvelisib in a phase 1 trial and preclinical models of T-cell lymphoma Blood.
2018;131(8):888-98. Available from: https://doi.org/10.1182/blood-2017-08-802470.
Brammer JE, Zinzani PL, Zain J, Mead M, Casulo C, Jacobsen ED, et al. 2456 Duvelisib in
Patients with Relapsed/Refractory Peripheral T-Cell Lymphoma from the Phase 2 Primo Trial:
Results of an Interim Analysis ASH 2021.
2021;https://ash.confex.com/ash/2021/webprogram/Paper148939.html.
EMA. Copiktra - EPAR - Public Assessment Report. Available from:
https://www.ema.europa.eu/en/documents/assessment-report/copiktra-epar-publicassessment-report_en.pdf [Accessed 19th Dec 2021].
Clinicaltrials.gov. A Phase 3 Extension Study of Duvelisib and Ofatumumab in Patients With
CLL/SLL Previously Enrolled in Study IPI-145-07. Trial ID: NCT02049515. 2014. Status:
Completed Available from: https://clinicaltrials.gov/ct2/show/NCT02049515 [Accessed 12th
Dec 2021].
NICE. Final scope for the appraisal of brentuximab vedotin for untreated CD30-positive
peripheral T-cell lymphoma ID1586. Available from:
https://www.nice.org.uk/guidance/ta641/documents/final-scope [Accessed 16th December
2021].
Swerdlow SH, Campo E, Pileri SA, Harris NL, Stein H, Siebert R, et al. The 2016 revision of the
World Health Organization classification of lymphoid neoplasm. Blood. 2016;127:2375-90.
Available from: https://doi.org/10.1182/blood-2016-01-643569.
Haematological Malignancy Research Network (HMRN). Incidence statistics. Available from:
https://hmrn.org/statistics/incidence [Accessed 16th Dec 2021].

Copyright © National Institute for Health Research Innovation Observatory, The University of Newcastle upon Tyne

15

16

17

18

ESMO Guidelines Committee. Peripheral T-cell lymphomas: ESMO Clinical Practice
Guidelines for diagnosis, treatment and follow-up. Ann Oncol. 2015;26. Available from:
https://doi.org/10.1093/annonc/mdv201.
Haematological Malignancy Research Network (HMRN). Survival statistics: Peripheral T-cell
lymphomas - Overall relative survival. Available from: https://hmrn.org/statistics/survival
[Accessed 14th December 2021].
NHSDigital. Hospital Episode Statistics (HES). 2021. Available from:
https://digital.nhs.uk/data-and-information/data-tools-and-services/data-services/hospitalepisode-statistics.
British Committee for Standards in Haematology (BCSH). Guidelines for the Management of
Mature T-cell and NK-cell Neoplasms: Excluding cutaneous T-cell Lymphoma Last Update
Date: August 2013. Available from: https://b-s-h.org.uk/media/2895/t-nhl-guideline-3-8-13updated-with-changes-accepted-v1-rg.pdf [Accessed 19th Dec 2021].

NB: This briefing presents independent research funded by the National Institute for Health
Research (NIHR). The views expressed are those of the author and not necessarily those of the NHS,
the NIHR or the Department of Health.
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